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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )0 Responsive to communication(s) filed on 21 August 2006 , 
2a)[EI This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^3 Claim(s) 1,6 ,7, 9-106 and 108 is/are pending in the application. 

4a) Of the above claim(s) 12-14 and 16-106 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IEI Claim(s) 1,6,7.9-11,15 and 108 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)Q accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 
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1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1. Claims 2-5, 8 and 107 were cancelled and claims 12-14 and 16-106 are 
withdrawn in the Response of August 21, 2006. 

2. Claims 1, 6, 7, 10 and 11 were amended and new claim 108 was added in the 
Response. 

a) Claim 1 

Applicants allege that the original specification provides written support for the 
limitations of Claim 1 to recite that the antibody and therapeutic agent are "formulated 
for concurrent or sequential administration" and that the antibody is formulated "in a 
dosage of 100 to 500 mg" (see the Response citing support at p. 19, ffl[2-3). 

The Examiner agrees that [0106-0108] of the specification support the concurrent 
or sequential administration of the agents, and this amendment to the claims has been 
entered. 

However, the Examiner disagrees that [0106] supports the limitation for the 
antibody dose range of "100 to 500 mg" as cited in the Response on p. 19 atp, line 2. 
The limitation raises an issue of new matter as further discussed infra. 

b) Claim 6 is amended to recite "humanized MN-14 antibody" which finds 
support, inter alia, in original claim and to properly recite the antecedent humanized 
antibody. The amendment has been entered. 

c) Claim 7 is amended to correct the antecedency for the MN-14 antibody, and 
the amendment has been entered. 
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d) Claim 10 is amended to recite the elected species of therapeutic agent and the 
amendment is entered. 

e) Claim 1 1 is amended to recite the elected species of therapeutic agent and the 
amendment is entered. 

f) New Claim 108 (cytotoxic agent is CPT-1 1) finds support, inter alia, in Figures 
16 and 17, [0104], [0107] and [0109- 0111] of the specification and the amendment is 
entered. 

3. Claims 1,6,7, 9-1 06 and 1 08 are all the pending claims for this application. 
Claims 1, 6, 7, 9-1 1, 15 and 108 are all the claims under examination. 

4. Applicants amendments to the claims have necessitated new grounds for 
objection and rejection. The text of those sections of Title 35, U.S. Code not included in 
this action can be found in a prior Office action. 



Information Disclosure Statement 

5. The U.S., international and foreign patent references and the non-patent 
literature references cited in the IDS of September 14, 2006 have been considered and 
entered with the exception of the Primus (ref. #1), Queen (ref. # 3) and Hansen (ref. #4) 
patents and the Hansen literature reference (ref. #20) that were cited in the Action of 
May 25, 2006. Because these references are redundant, they have been stricken on the 
1449 form. 
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Objections Withdrawn 
Claims 

6. The objection to Claim 10 as being drawn to non-elected subject matter is 
withdrawn in view of the amendment of the claim to recite the elected species of 
cytotoxic agent. 

Specification 

7. The objection to the abstract and specification for including the attorney docket 
no. of each of the pages is withdrawn in view of Applicants comments on p. 20 at 1|1 . 

8. The objection to the specification for omitting to include the numerical amount(s) 
(unit(s)) of the reagents used in various formulations or dosages from [0244]-[0258] is 
withdrawn in view of Applicants amendment to the paragraphs and citation for support 
at Figure 1B of the specification (see p. 20, 1J2). However, it is noted that Applicant's 
reference to [0243] of the specification (p. 20, 1J2) does not support the amended 
paragraphs. 

Rejections Withdrawn 
35 USC § 112- second paragraph 

9. The rejection of Claims 8 and 107 under 35 U.S.C. 112, second paragraph, is 
withdrawn in view of the cancellation of the claims. 
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10. The rejection of Claim 1 for the recitation "anti-CEA" is withdrawn in view of 
Applicants having amended the claim to recite "carcinoembryonic antigen" and further in 
view of their comments on p. 20, fl3 of the Response. 

1 1 . The rejection of Claim 6 for the recitation "said Class III anti-CEA antibody" in 
lines 7-8 is withdrawn in view of the deletion of the phrase, insertion of "humanized MN- 
14 antibody" and Applicants comments on p. 20, 1J4 of the Response. 



35 USC § 102(b) 

12. The rejection of Claims 2, 4, 5 and 107 under 35 U S C. 102(b) as being 
anticipated by Hansen et al. (USPN 5,874,540) are withdrawn in view of the cancellation 
of the claims. 

13. The rejection of Claims 1, 6, 9-11 and 15 under 35 U.S.C. 102(b) as being 
anticipated by Hansen et al. (USPN 5,874,540) is withdrawn. 

Applicants' allege on p. 20, T|8 to p. 21, p, that "Hansen does not disclose the 
combination of an anti-CEA monoclonal antibody, which is unreactive with normal 
cross-reactive antigen (NCA) and meconium antigen (MA), and a therapeutic agent. 
Hansen also does not disclose a naked anti-CEA antibody having an lgG1 human 
constant region. Rather, Hansen discloses a conjugated humanized anti- 
carcinoembryonic antigen monoclonal antibody. Furthermore, Hansen does not disclose 
the claimed dosage range of the naked humanized anti-carcinoembryonic antigen 
monoclonal antibody." 
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The Examiner submits that Hansen discloses that MN-14 meets all of the criteria 
of a Class III, anti-CEA monoclonal antibody, being unreactive with meconium antigen 
and not reacting with normal tissues (Col. 5, lines 64-67) and that the humanized mAb 
antibody retains the Class III, anti-CEA binding specificity of the murine mAb (Col. 2, 
lines 34-35). Hansen discloses naked or unconjugated forms of the humanized antibody 
(Col. 9, lines 59-61) used in combination with components of the host's immune system, 
e.g., complement or cell mediated responses, in order to remove from the subject CEA- 
presenting cancer cells (Col. 10, lines 27-31). Further Hansen teaches a humanized 
MN-14 antibody having an IgG human constant region (Figure 11 and Col. 21, line 16). 
These other components (e.g., complement) read as therapeutic agents and the 
combined administration of the antibody with the other components reads as a 
concurrent administration. 

Because Hansen does not disclose the antibody dosage range of 100 to 500 mg 
for Claim 1 nor that the cytotoxic agents are non-conjugated, the rejection of the claims 
over Hansen is withdrawn. 

35 USC § 103(a) 

14. The rejection of Claims 2, 3 and 5 under 35 U.S.C. 103(a) as being unpatentable 
over Primus et al. (USPN 4,818,709) as evidenced by Hansen et al. (Cancer 71:3478- 
85 (1993); hereinafter referred to as "Hansen II") and in view of Carter et al. (US 
20050222392) is withdrawn in view of the cancellation of the claims. 
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15. The rejection of Claim 4 under 35 U.S.C. 103(a) as being unpatentable over 
Primus et al. (USPN 4,81 8,709) in view of Carter et al. (US 20050222392) and Queen 
et al. (5,530,101) is withdrawn in view of the cancellation of the claim. 

16. The rejection of Claim 8 under 35 U.S.C. 103(a) as being unpatentable over 
Hansen et al. (USPN 5,874,540) in view of Queen et al. (5,530,101) is withdrawn in 
view of the cancellation of the claim. 

17. The rejection of Claims 1, 6 and 7 under 35 U.S.C. 103(a) as being unpatentable 
over Hansen et al. (USPN 5,874,540) in view of Queen et al. (5,530,101) is withdrawn. 
Applicants have considered the amended claims and Applicants arguments on p. 22, 
1J2-3, and as discussed supra, Hansen does not read on claim 1 as presently amended. 

Rejections Maintained 
35 USC § 103(a) 

1 8. The rejection of Claims 1,9-11 and 1 5 under 35 U.S.C. 1 03(a) as being 
unpatentable over Primus et al. (USPN 4,818,709) as evidenced by Hansen et al. 
(Cancer 71 :3478-85 (1 993)) and in view of Carter et al. (US 20050222392) is 
maintained. The Examiner has considered Applicants comments set forth on p. 22-23, 
and more especially at U1J2-3 on p. 22 of the Response, and it is not clear whether in 1J3, 
Applicants meant to refer to Primus instead of Hansen. Because Applicants have not 
addressed to the rejection over the primary reference of Primus, the rejection over the 
combined art references is maintained. 
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19. The rejection of Claim 1 under 35 U.S.C. 103(a) as being unpatentable over 
Primus et al. (USPN 4,81 8,709) in view of Carter et al. (US 20050222392) and Queen 
et al. (5,530,101) is maintained. Because Applicants have not addressed to the rejection 
over the primary reference of Primus, the rejection over the combined art references is 
maintained. 

New Grounds for Rejection 
35 USC § 112-first paragraph, new matter 

20. Claims 1,6, 7, 9-11, 15 and 108 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) 
contain subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

Claims 1,6,7,9-11,15 and 1 08 encompass a composition comprising a 
humanized anti-CEA Mab in combination with a non-antibody active ingredient, a 
therapeutic agent, useful for treating cancer, where the dose of antibody is "100 to 500 
mg". The dose range constitutes new matter because the range is not supported by the 
original specification. 

Applicants allege that the original specification provides written support for the 
limitation of Claim 1 to recite that the antibody is formulated "in a dosage of 100 to 500 
mg" (see the Response citing support at p. 19, 1JU2-3). 

The Examiner disagrees that [0106] supports the limitation for the antibody dose 
range of "100 to 500 mg" as cited in the Response on p. 19 at fl3, line 2. First, 
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Applicants response at lines 2-5 on p. 19 at fl3 is an exact quotation found in [0299] of 
Example 13, not [0106] (Examiner's emphasis). Secondly, nowhere in the original 
specification is there support for the instant claimed range. Applicants' specification 
describes dosage ranges for the MN-14 antibody or fragment thereof at, for example, 
100 to 600 milligrams protein per dose per injection or 300-400 milligrams protein per 
dose per injection [0015, 01 12]; for multimodal therapy (antibody and cytotoxic agent) 
0.5-15 mg/kg body weight per infusion, more preferably 2-8, and still more preferably 3- 
5 mg/kg per infusion [01 12]; 250 g hMN-14 antibody or 100 g hMN-14 antibody [0025]; 
and 0.5 mg/kg to 20 mg/kg as a single intravenous infusion [0122]. The specification 
does not contemplate the instant claimed dosage range for any humanized anti-CEA 
Mab much less the MN-14 Mab or humanized forms thereof in combination with a 
therapeutic agent for use in treating cancer. Accordingly, the amendment of claim 1 to 
recite the antibody dosage range raises an issue of new matter. 



35 USC § 103 

21. Claims 1, 6, 10, 11 and 108 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Hansen (USPN 5,874,540) as applied to Claims 1 and 6 supra, and 
further in view of Griffiths et al. (USPN 7011812; published March 14, 2006; filed June 
20, 2000; hereinafter referred to as "Griffiths") and Govindan et al. (US20040001825; 
published January 1, 2004; priority date March 1, 2002; hereinafter referred to as 
"Govindan"). 
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The applied references have a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of each reference, it constitutes prior art 
only under 35 U.S. C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome 
by: (1) a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not an 
invention "by another"; (2) a showing of a date of invention for the claimed subject 
matter of the application which corresponds to subject matter disclosed but not claimed 
in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 
1.131; or (3) an oath or declaration under 37 CFR 1.130 stating that the application and 
reference are currently owned by the same party and that the inventor named in the 
application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
in accordance with 37 CFR 1 .321 (c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 

The interpretation of Claims 1, 6, 10 and 11 has been discussed supra. Claim 
108 is drawn to a cytotoxic agent, CPT-1 1 . 

The claims were prima facie obvious at the time the invention was made over 
Hansen in view of Griffiths and Govindan. 

The interpretation of Hansen has been discussed supra. Hansen does not 
disclose using non-conjugated cytotoxic agents, vincristine, doxorubicin, DTIC 
(dacarbazine), cyclophosphamide or CPT-1 1, in combination with anti-CEA antibodies 
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or an anti-CEA antibody dose range of 100 to 500 mg. Griffiths and Govindan rectify this 
deficiency in their disclosures. 

Griffiths discloses and claims tumor-treating compositions comprising a naked 
anti-CEA antibody or a naked humanized monoclonal anti-CEA antibody and a second 
therapeutic agent comprising vincristine, doxorubicin, DTIC (dacarbazine), 
cyclophosphamide or CPT-1 1 . See the scope of Claim 1 . 

Govindan teaches naked humanized anti-CEA antibodies (MN-14) used to treat 
cancers [0038, 0045, 0088] and different naked antibody combinations in combination 
with other therapeutic agents, such as a cytotoxic drug [0088] and antibody doses in the 
range of 20 to 800 mg/m 2 , with doses between 100 and 500 mg/m 2 preferably, for 
therapy [0092]. In Applicant's Response on p. 19, 1J3, "200 mg/meter squared translates 
to a 500 mg dose." Therefore, the dose range of Govindan is overlapping with the 
claimed range of 100 to 500 mg. 

At the time the invention was made, one skilled in the art would have been 
motivated and been assured of reasonable success in producing a composition 
comprising a humanized anti-CEA antibody such as the humanized MN-14 antibody of 
Hansen and Govindan and a therapeutic agent such as a cytotoxic agent comprising 
vincristine, doxorubicin, DTIC (dacarbazine), cyclophosphamide or CPT-1 1 in view of 
Griffiths and Govindan, where the antibody dose range is 100 to 500 mg in view of 
Govindan. The motivation to have produced the instant claimed composition was taught 
by Hansen and Govindan who disclose a humanized MN-14 antibody having the same 
binding properties as the murine Mab with reduced immunogenicity in combination with 
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a cancer therapeutic agent, and cytotoxic agents vincristine, doxorubicin, DTIC 
(dacarbazine), cyclophosphamide or CPT-11 as taught by Griffiths and Govindan. One 
skilled in the art would have been assured of success in producing such compositions 
because both Hansen, Griffiths and Govindan disclose compositions comprising naked 
humanized anti-CEA antibodies in combination with a therapeutic agent for treating 
cancer. Hansen discloses antibody conjugated cytotoxic agents whereas Griffiths and 
Govindan show that soluble or unconjugated cytotoxins could be administered in 
combination with the antibody. Additionally, one skilled in the art would have been 
motivated and been assured of success in producing the composition because the 
technology and reagents for producing the components were available at the time the 
invention was made, and were well known to one of ordinary skill in the art. Thus the 
claimed compositions were prima facie obvious at the time they were made over the 
combined disclosures of Hansen, Griffiths and Govindan. 

Conclusion 

22. No claims are allowed. 

23. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
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TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .1 36(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

24. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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